sporadically in normal people during slit-lamp examinations, but the association in this instance is sufficiently striking to suggest expression in the heterozygote.
Complete expression in the female is possible as a result of mating of an affected male with a heterozygote female. This would seem most unlikely in view of the severity of the manifestations in males.
No other evidence of the carrier state was found. Urine from parents and siblings failed to disclose abnormal amino-acids or proteins. The following cases were also shown: Despite extensive study the pathogenesis of Still's disease remains obscure. It is now usually included in a composite group of collagen disorders as there is some common ground in the histology, but there are many discrepancies. An affinity between rheumatic and rheumatoid disease has often been mentioned, but rheumatoid disease seems to be unrelated to a preceding streptococcal infection, which is now the accepted wetiological factor in acute rheumatism. Moreover the incidence of juvenile rheumatism has fallen in England, whereas Still's disease remains at about the same level. President's Address
Clinical Course
The age of onset is considerably earlier than that of rheumatic fever and the disease can often begin in infancy.
Still's disease may be confined to many systems of the body before the joints are affected, so that at first the true diagnosis is often obscured. Then the average interval between systemic and arthritic involvement is four months, but it may be considerably longer. Fever may be very high and the child extremely ill. Under these circumstances steroid therapy is particularly effective. Occasionally pyrexia assumes a peculiar periodicity, but with greater irregularity than in Hodgkin's disease and brucellosis. A rash occurs in about 40% of patients and, rarely, it may be almost the sole manifestation.
Purpuric strife and even gangrenous lesions have been seen.
Leucocytosis, predominantly polymorphonuclear, is a well-known phenomenon of the florid stage and may lead to an erroneous diagnosis of osteomyelitis or suppurative arthritis when a single joint is at first involved. Occasionally the picture is reversed and profound pancytopenia develops.
There is some evidence that trauma may be a precipitating cause of the disease. Lymphadenopathy is more a sign of systemic than arthritic involvement.
In addition to the characteristic polyarthritis of Still's disease there are other types, such as fleeting arthralgia, affection of the cervical spine with associated torticollis, monarticular involvement, intermittent hydrarthrosis and crico-arytenoid inflammation, causing stridor and respiratory embarrassment.
Among the complications, pericarditis can be acute and obvious, or insidious. It does not necessarily have the same serious implication as in acute rheumatism, since myocarditis is less evident and endocarditis is absent. Iridocyclitis carries a bad prognosis for sight; and amyloid degeneration, though rare, is by no means fatal. Nodules can appear over the usual bony points, but rarely they may arise in muscle, where they degenerate and become necrotic. Nodules have also been found in the skull, producing irregular areas'of destruction, which heal in a remarkable manner on steroid therapy.
Dermatomyositis is sometimes closely associated with rheumatoid disease in the same child. Treatment Steroid therapy should be used in all but the mildest cases. It is far superior to aspirin, which in our experience is not effective. There is no advantage in combining the two treatments. Prednisolone is recommended, and it is now becoming increasingly apparent that if ACTH gel injections are used in conjunction with this the total dose of steroids can eventually be reduced to an amount which is less likely to produce sideeffects and which will yet remain effective. At first the dose of steroids should be high and then gradually reduced to a maintenance level just short of producing fresh symptoms.
The best results are obtained when treatment is begun during the first six months of the disease, but it is also effective if started later. A prolonged course must be anticipated, the average duration required being eighteen months, but some children have to continue treatment for some years. More than one course is necessary when there is a recurrence of the disease after steroids have been stopped. After five years' remission relapses are unusual.
The immediate effect of this treatment is dramatic both on the systemic and arthritic manifestations of the disease. The long-term results are also gratifying, since by modifying joint stiffness and swelling it is possible to prevent serious and permanent damage in the majority of children. Intra-articular hydrocortisone injections can also be helpful when there are large effusions.
The most serious side-effect is osteoporosis, which may proceed to marked wedging and even collapse of the vertebra. This is not irreversible, and if a periodic radiological check is kept on the spine, the dose of steroids can then be reduced and the vertebra will eventually recalcify normally. Attempts to prevent this by supplementary oral calcium and a high protein diet should always be made but will not always be successful. Anabolic steroid therapy has proved disappointing, as have other cortisone analogues, such as triamcinolone. We prescribe potassium chloride and oral penicillin to neutralize possible electrolyte disturbances and prevent masked infection.
Should an infection develop or surgery be required, the dose of steroids should be temporarily raised, otherwise a disastrous reaction may occur.
Other forms of drug therapy have been tried, such as phenylbutazone, chloroquine and gold, but in our hands they have proved too toxic.
Clinical experience has therefore convinced us of the value of steroid therapy when serious systemic disease or severe joint disturbance persists after conservative measures have failed.
These investigations comprise a hundred cases followed for up to fifteen years, with the help of my colleagues, Dr C C Forsyth, Dr R H R White, Dr J M Smellie and Dr C E Stroud at the Hospital for Sick Children, Great Ormond Street, and University College Hospital. I cannot end this Address better than by paying homage to the man who first described this disease in children -Sir George Frederic Still.
Though small in stature, he was great in mind. I was his House Physician and so I can vouch for this with some conviction. He was the first doctor in this country to devote his entire medical life to diseases of childhood. He was the father of British pediatrics. We who follow owe him a tremendous debt, and the story I have told is meant as a small though, I fear, quite inadequate tribute to him.
